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P riod for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )KI Responsive to communication(s) filed on 1 1 February 2003 . 
2a)l3 This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for fornnal nnatters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) |EI Claim(s) 11,13-16,20-22 and 42-54 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) 13 Claim (s) 11,13-16.20-22 and 42-54 is/are rejected. 

7) n Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) CI] The specification is objected to by the Examiner. 

10)n The drawing(s) filed on is/are: a)n accepted or b)[J objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
11 )□ The proposed drawing correction filed on is: a)n approved b)\Z] disapproved by the Examiner, 

If approved, corrected drawings are required in reply to this Office action. 

12) n The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 .[I] Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) K! Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) Kl Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) [U Notice of Informal Patent Application (PTO-152) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) □ Other: 
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DETAILED ACTION 



Claim Rejections - 35 USC § 112 

1. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

2. Claims 1 1, 13-16, and 20-22 are rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. As presently worded, the 
composition of claim 1 must comprise a thermostable DNA polymerase and an anionic tracer 
dye, be substantially free of template and have an optical density from about 5 to about 500 at a 
visible wavelength of maximal tracer absorbance. A review of the specification fails to find such 
a composition being described in such full and concise terms as to reasonably suggest that 
applicant was in possession of such a composition at the time of filing. 

3. In Table 1 applicant identifies over 180 red dyes that were evaluated. Table 2 lists 40 
anionic dyes that were selected for further study. Upon review of Table 2, only four dyes, Acid 
Red 4, Acid Red 1, Amaranth, and Acid Violet 5 were found to be suitable. While the 
specification suggests that other colored dyes may be useful in the claimed composition, the 
specification has not been found to provide an adequate written description of these dyes. 

4. A review of the specification fails to find where any composition has been formulated 
with any of these four dyes such that it would have "an optical density greater than about 5 at a 
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visible wavelength of maximal tracer absorbance/' would also have a density of "at least about 
LOl g/cm^" or "at least about 1.1 g/cm^." As presently worded, the optical density encompasses 
values ranging up to about 500. Clearly, the specification has not provided an adequate written 
description of such a composition. 

5. Claims 20-22 add further limitations in that the polymerase is Taq polymerase, and that 
Acid Red 1 and Acid Violet 5 are to be used, however, the specification does not set forth a 
range of formulations that have the requisite optical densities at a visible wavelength nor does 
the specification set forth an adequate written description of a range of formulations that would 
also satisfy the required range of density (g/cm^). 

Resvonse to arguments 

6. At page 1 1 of the response applicant states: 

It Id tfisrMore h% d«r to om. df crdimary ^1 thai^ \n ©f i^ fact thet 
Applter^-^ did mt p^t^mMfi^ damo^strat^ dyss of othar w^im m Ito Exmrni*^, 
A^lloarv^ were In pDss^esste of the clelined mmiposlon^ wliTOin tto dye Is other 
lhao the four spaclftoKy demOTstrated to iha 60i<ampiea, Indaad. of M% woyy 
M nd wtartd, sspedally ta l^hl the spadfie t^iNSlthgs M tie present t peoif tetlcm as to 
how obtam. dyeB competlhb witit a ttermoi^blQ DMA poly merase, that fee ^mlor of 
ihm dye^ does n€5l ai^ect Ih^ coftpoamon. ami that Applicant- purpcis^fyl demomtratMm 
of t%4 mmm^ dyes only 1$ a dear Wlcaiira of %\^\t b«l W that; aoy odor tmcer dy^ 
im€#ig Ite other claln linniMans wmiid suffloe. FyFlheirrK^, ona erf skill smtM 
mmgnmmhmt Apprbartts delerminaKon of color of ir) ttet poi^^sslon, 

^ih^ decifelo^ to spadfloal^y m eot tet dy^s of a pertlcEufar c^Qr as baa^ aclely on 
^sfiitBcs^ Mioales that Appllranis wmm m possaaslon of oompasiilona fiat mmprilse 

7. The above argument ahs been fully considered and has not been found persuasive 
towards the withdrawal of the rejection. A review of the originally filed disclosure finds in 
Table 1 a listing of hundreds of "Dyes initially considered." A cursory review of these dyes 
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finds a variety of yellow and orange dyes as well as isomers of fluorescein. It is noted with 
particularity that none of these dyes that were originally considered made I to the final grouping. 
Such consideration and disposal reasonably suggest that these as well as innumerable other dyes 
do not function as required in the composition and that no composition comprising these dyes 
had been produced by the time the subject application was filed. 

8. At page 9 of the response apphcant states: 

Fyrthamore^ Applicanis hmm demonstrated dya^ of a red m\m that m^^t 1*1^ 
iimjtalkra of tie datan^d inventioii. Ths damm^stetion ^f the^e parWo^r rBd dfm 
mmMng ^ limftaions of the cMlm^ am suffleleot to mm&^ to onm of isKi In !te art ihmt 
.Applloanl^ In ^KmBmnmm of al colored dyes th^t tm^t Ih^ BmmB ilmlMtos. 

S^P^icnify, Appll wols were In possess^ston of dy« of alh^r mk^m. ^pMm^B 
smmr^ mmmmm iiym Mm4 upm vmkm^ factors, mmm crf vi^ifch vmrn bawd! upon 
pmrnmunm cfnarwfeAtte, oihers that %mm Of i^e ladom fat wbtb »t: 

9. While agreement is reached in that acid red 1 and acid violet 5 do meet the claim 
requirements, claim 1 1 , unlike claim 54, is not so limited. Agreement is reached in that applicant 
did screen a number of dyes, but that the vast majority has not been shown to meet the claim 
requirements when combined with the other requisite components of the composition. 

10. While applicant is not required to teach each and every possible combination in order to 

satisfy the requirements under 35 USC 12, first paragraph, the level of disclosure required must 

reasonably suggest that applicant was in possession of the full genus at the time of fihng. Such 

full disclosure has not been found in the instant application. In support of this position, attention 

is directed to the decision in In re Shokal, 113 USPQ 283 (CCPA 1957) wherein is stated: 

It appears to be well settled that a single species can rarely, if ever, afford sufficient 
support for a generic claim. In re Soil, 25 C.C.P.A. (Patents) 1309, 97 F.2d 623, 38 
USPQ 189; In re Wahlforss et al, 28 C.C.P.A. (Patents) 867, 117 F.2d 270, 48 USPQ 
397. The decisions do not however fix any definite number of species which will 
establish completion of a generic invention and it seems evident therefrom that such 
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number will vary, depending on the circumstances of particular cases. Thus, in the case 
of small genus such as the halogens, consisting of four species, a reduction to practice of 
three, or perhaps even two, might serve to complete the generic invention, while in the 
case of a genus comprising hundreds of species, a considerably larger number of 
reductions to practice would probably be necessary. 

We are of the opinion that a genus containing such a large number of species cannot 
properly be identified by the mere recitation or reduction to practice of four or five of 
them. As was pointed out by the examiner, four species might be held to support a genus, 
if such genus is disclosed in clear language: but where those species must be relied on not 
only to illustrate the genus but to define what it is, the situation is otherwise . (Emphasis 
added.) 

11. In view of the breadth of scope of the claims, the limited disclosure in support thereof, 
and the recognized need to disclose a sufficiently representative number of examples, and the 
lack of convincing evidence to the contrary, the rejection is maintained. 



Claim Rejections - 35 USC §103 
12. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 



13. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. i; 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 
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3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 



14. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S. C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

15. Claims 11, 13-16, and 20-22 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Koster et al. (US Patent 5,928,906), in view of Nardone et al. (US Patent 6,1 17,986). 

16. For purposes of examination the claimed composition has been interpreted as allowing 
for one or more of the component dyes to be associated with a nucleotide that could also be part 
of a nucleotide sequence, e.g., a labeled primer. While the claimed composition is defined as 
being "substantially free of the nucleic acid polymer template," such does not limit in any way 
the presence of non-template nucleic acid polymers, including that of primers. In support of this 
interpretation of the claim attention is directed to the following passage from page 16 of the 
disclosure: 

25 lxmfflpl«« Of essential resagenta which can be coabined 

wltb loading buffer campanents to forfflulate a composition 
of th© present iiiv«ntion aret muzymm, concetitrated enayme 
buffer (e.g. lOX buffer), a TOCleotid® or prime*' reagent 
in the cmmm of or mM polyuverases, or a coenzyme much 

m as wmm or ATW. fh© preferred essential ageM for this 
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17. While the claims are drafted in terms of how the composition is to be used, it is noted 
with particularity that the claims are drawn to a composition, not to a method of using same. 
Accordingly, the claims have been interpreted as encompassing any composition that meets the 
minimum requirements for components of the composition. 

18. Koster et al., column 12, disclose a variety of compositions that comprise a tracer dye, 
and a thermostable DNA polymerase (Taq polymerase). It is noted with particularity that Koster 
et al., state that the template is added to this mixture. 

19. The dyes described by Koster et al., are not defined in terms of their being anionic tracer 
dye, nor are they Acid red 1 or Acid Violet 5. 

20. Nardone et al., column 3, disclose their unexpected discovery that dyes bound to 
mononucleotide precursors (applicant's nucleotide) can be incorporated into primers and that 
these synthesized compounds can then be sued in amplification reactions. Column 6 that Acid 
Red 1 and Acid Violet 5 were used to label or trace nucleic acids. 

21. It would have been obvious to one of ordinary skill in the art at the time that the invention 
was made to have used anionic dyes such as Acid red 1 and Acid Violet 5 in the composition of 
Koster et al., as these anionic tracer dyes were known in the art to enhance nucleic acid assays. 
In view of the well-developed nature of the art, and the explicit guidance found therein, the 
ordinary artisan would have been highly motivated and would have had a most reasonable 
expectation of success. 

Response to argument 

22. At page 11, bridging to page 12 of the response argument is advanced that Koster et al., 
does not teach all of the claimed limitations. 
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23. Agreement is reached in that Koster et al., do not teach all of the limitations of the 
claimed invention. It is because of this aspect that the rejection was made over the combined 
teachings of Koster et al., and Nardone et al. 

24. At page 12 of the response argument is advanced that the cited prior art cannot be 

combined. In particular: 

in wmbtefen, Kdster et al bM Nandor^ et al fall render th^ dalmed 
lfi>(^entlon abv^lpy^ Kdstar el employ ta^r tot mt om filing tfie raqylr^rrisnts 
of dmm i 1 . in ^ddttbr^, K&tar et a.L dlsidos©^ nolfiife^ of slgplfi€an» mnoemlnp tidr 
d,y©s. IstelcMie mi ml dlmioBB te mm of acW rad 1 end biM vfolet B, but only as a 
qmrnh'^for a ^yare$c»t dy^. As aucli, what ymuM haw nmotfvafed a p^rsom of 

provides no reason and nona 1^ appiirent on tils record. Ratiar, it appMrs tte CWes 
^^r^g^d|■ jii an tap^rfrti-sibl© hirNJsteiil recrnistaotlon of the claimed In^aniloo, In th^ 
ate£-8iioe cjtf a nrsotlv^ion to Mfifi>tn0 the raferenoas, a fecte ciese of oWoyartess 
has rit0t b#ar^ ei^tibitMi^s^.^'' 

25. This argument has been fully considered and has not been found persuasive. As stated 
above, the claims are drawn to a composition, not to a method of using the composition. While 
Nardone et al., may contemplate use of applicant's dye as a quencher, such does not negate the 
obviousness. As shown above, Koster et al., teach the use of tracer dyes and Nardone et al., 
unexpectedly find that dyes such as applicant acid red 1 and acid violet 5 can be incorporated 
into primers and primer extension products by use of Taq polymerase. The ordinary artisan, 
seeing the unexpected discovery of Nardone et al., would have been motivated to combine the 
labeled primers of Nardone et al., with the mixture of Koster et al. Additionally, the ordinary 
artisan, recognizing that dyes such as acid red 1 and acid violet 5 did not adversely affect the 
activity of a thermostable polymerase, e.g., Taq, would have been motivated to combine dyes 
such as acid red 1 and acid violet 5 in the mixture same mixture of Koster et al., as such could 
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have been used either as a detectable label or as a quencher should additional labels be used, as 
suggested by Nardone et al. While applicant contemplates using the claimed composition in 
terms of a tracer, such intended use does not render he same composition non-obvious when the 
prior art reasonably suggests it combination, be it for the same or other purposes. 

26. For the above reasons, and in the absence of convincing evidence to the contrary, the 
rejection is maintained. 

Conclusion 

27. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

28. A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 

CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

29. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bradley L. Sisson whose telephone number is (703) 308-3978. 
The examiner can normally be reached on 6:30 a.m. to 5 p.m., Monday through Thursday, 
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30. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (703) 308-1 1 1 9. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 872-9306 for regular 
communications and (703) 872-9307 for After Final communications. 

3 1 . Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 




Bradley L. Sisson 
Primary Examiner 



Art Unit 1634 



BLS 

June 29, 2003 



